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L4 IS E1-E4 
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=> d 13 bib abs 

L3 ANSWER 1 OF 1 WPIDS COPYRIGHT 1996 DERWENT INFORMATION LTD 
AN 96-039970 [04] WPIDS 

DNC C96-013421 *t-hproscleros is - using agent that 

tt Treatment or prevention or atneroscieiubib ^ a a 
Inhibits interaction between P-selectin and its Ugand. 

DC B04 D16 

IN JOHNSON, R C; WAGNER , D D N 

PA (BLOO-N) CENT BLOOD RES INC 

" " Ti^rA iI S K'»"« 1^" «C » PT SK 

W: CA JP 
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PRAI US 95-377798 950124; US 94-253663 940603 

AN 96-039970 [04] WPIDS 

AB WO 9533484 A UPAB : ^0129 comprises the 

S£ M S an Knrrn n t 0 h f a t a iSts e Inte r action between P-selectin 

i vq) anrl its lictand (L) . , ....„.,ii„i uno 

nqF - (I) can be used on a human to prevent, v ^'■^-^ ' — ; 
f orJSn of Vatnerosoleroc ic £a«y strea*, n«™e - ^les.on, f 
fibrous plaque or "growth of a les ™ suc /lesious, plaques 

is admin, at 0.1-500 mg/kg given e.g. orally, topics y, 
implant, by injection or inhalation efficient, easy, 

ADVANTAGE - Treatment with (I) is sate, erncieiiL., 

infection and injury) is restored. 
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L4 ANSWER 1 OF 1 HCAPLUS COPYRIGHT 1996 ACS 

AN 1996:106553 HCAPLUS . 

TI Method using agents inhibiting interaction between P-selectin??? and 

a P-selectin ligand for treating and preventing atherosclerosis 
IN Wagner, Denisa D , ; Johnson, Robert C. 
PA Center for Blood Research, Inc., USA 
SO PCT Int. Appl., 35 pp. 

CODE^r-f IXXD2 
PI WO *S33484 Al 951214 



RW: AT! BE, CH, DE , DK, ES , FR, GB , GR, IE, IT, LU, MC, NL , PT, SE 
AI WO 95-US6940 950601 
PRAI US 94-253663 940603 

US 95-377798 950124 
DT Patent 
LA English 
IC ICM A61K039-395 

ICS A61K038-02; A61K038-16; A61K031-70 
CC 1 (Pharmacology) , 

AB A method for treating or preventing atherosclerosis m a mammal is 
described. An agent for inhibiting interaction between P-selectin 
and a ligand of P-selectin is provided. The agent is administered 
to a mammal in need of such treatment to cause this inhibition to 
occur . 
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1996:105459 Defects in hemostasis in P-selectin - deficient rr 
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' Subramaniam, Meera; Frenette, Paul S.; Saffaripour^ Simin; 
Tohnson Robert C; Hynes, Richard 0.; Wagner, Denisa 
. *T ?Ce*Tr for Blood Research, Harvard Medical Schoo^Boston, ^ 
Mass., MA, USA) . Blood, 87(4), 1238-42 (English) £996; CODEN. 

AB SceStiy ^r^aTsnowed that platelets, like leukocytes, roll on 
activated endothelium expressing P-selectin, thus suggesting a role 
for P-selectin in hemostasis. We report here that the 
P-selectin-Sicient mice show a 40% prolongation of the bleeding 
time on imputation of the tip of the tail. Moreover, defective 
hemostasis was obsd. in a local Shwartzman-like reaction induced by 
Sn inactions of lipopolysaccharide followed by tumor necrosis 

o ha in the P-selectin-def icient mice. The hemorrhagic 

lesions i quantitated both macroscopically and microscopically were 
2-fold ia?ger in the P-selectin-def icient mice. This was also 
confirmed by measuring the radioactivity in the skin using 
chromium- labeled red blood cells. Therefore, it is evident that 
P-seTectin plays a role in hemostasis as suggested by its support of 
platelet rolling. 

L66 ANSWER 2 OF 61 EMBASE COPYRIGHT 1996 ELSEVIER SCI B.V 
96037970 EMBASE Hypoxia- induced exocytosis of endothelial cell 
% Weibel-Palade bodies . A mechanism for rapid neut rophil recruitment _ 
after cardiac preservation. Pinsky D.J.; Naka Y. ; Liao H., Oz M.C., 
wacmer D D • Mavadas T.N.; Johnson R.C.; Hynes 

R 0 ; Heath M ; Lawson C.A.; Stern D .M. Depar t^nt of Medicine, * 
Columbia University, 630 W. 168 Street, New York , NY 10 32, URted 
States. Journal of Clinical Investigation 97/2 {493-500) . 
ISSN: 0021-9738. CODEN: JCINAO. Pub. Country: United States. 



AB 



Lanauaae- Enqlish. Summary Language : English. 
The pe?iod of hypoxia is an important priming event for the vascular 
dvsfSnSion rhaV accompanies reperfusion, with endothelial cells 
IeCs) and neutrophils (PMNs) playing a central role We hypothesized 
4-v.at- vr w^-ihPl -Palade (WP) body exocytosis during tne 
ny^oxicAschemic Period during^rganpreservation permits brisk PMN 
refitment into postishemic tissue, a process further amplified in 
an oxidan?-rich milieu. Exposure of human umbilical vein ECs to a 
hypoxic Environment ( P 02 .simeq. 20 torr) stimulated release of yon 
Willebrand factor (vWF) , stored in EC WP bodies, as well as 
incrSsefexpression of the WP body- derived PMN adhesion molecule 
p qplectin at the EC surface. Increased binding of lllln- labeled 
PMNs to hypoxic EC monolayers (compared with normoxic controls) was 
blocked wi?h a blocking antibody to P-selectin, but was not affected 
by a nonblocking control antibody. Although increased P^electin 
expression and vWF release were also noted during reoxygenation, 
nvrSxilaione (even in the presence of antioxidants) was sufficient 
to^ increase WP body exocytosis. To determine the relevance of these 
observations to hypothermic cardiac preservation, during fichthe 
P02 within the cardiac vasculature declines to similarly low levels, 
experiments were performed in a rodent (rat and mouse) cardiac 
n?eservl?ion/transplantation model. Immunodepletion of recipient 
?MNs or administration of a blocking anti-P-selectin antibody before 

... I--,} roHnrod err a ft- neutrophil infiltration 

transpiariLdLiun i"un.w -<~ ~ ■ _ u ■ „-n,, nrp<?prved 

and improved graft survival, compared with identically preserved 
hearts transplanted into control recipients. To establish the 
XKrtant rile of endothelial P-selectin expression on the donor 
vasculare murine cardiac transplants were performed using 
homozygous P-selectin deficient and wild-type control donor hearts 
Sshed free of blood/platelets before preservation/transplantation. 
KlctSnul hearts transplanted into wild-type recipients 
demonstrated a marked (13-fold) reduction in graft neutrophil 
infiltration and increased graft survival compared with wild-type 
nearts KanspSnted into wild-type recipients . To determine whether 
coronarv endothelial WP exocytosis may occur during cardiac 
Reservation in humans, the release of vWF . into the coronary sinus 
^CS) was measured in 32 patients during open heart surgery CS 
samples obtained at the start and conclusion of the ischemic period 
demonstrated an increase in CS vWF antigen (by EL ISA) consisting of 
predominantly high molecular weight multimers (by 
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' Immunoelectrophoresis) . These data suggest that EC WP exocytosis 
occurs during hypothermic cardiac preservation, priming the 
vasculature to recruit PMNs rapidly during reperfusion. 

L6 6 ANSWER 3 OF 61 HCAPLUS COPYRIGHT 1996 ACS 

1996:54133 Document No. 124:109811 Selectins and their ligands. 

Watson, Susan R. (Department Immunology, Genetech, Inc., South San 
Francisco, CA, USA). Adhes . Recept . Ther. Targets, 61-73. 
Editor(s): Horton, Michael A. CRC: Boca Raton, Fla. (English) 1996. 
CODEN: 62EZAF . 

AB A review, with 105 ref s . , on the selectin family of adhesion mols., 
their structure and their role in rolling, approaches to identifying 
selectin ligands, carbohydrate ligands of selectins, modulation of 
L-selectin ligands, MAdCAM-1 as a versatile ligand, ligands for E- 
and P-selectin, and therapeutic potential for 
selectins . 

L66 ANSWER 4 OF 61 EMBASE COPYRIGHT 1996 ELSEVIER SCI. B.V. 

96004679 EMBASE DNA polymorphisms in adhesion molecule genes a new risk 
factor for early atherosclerosis. Wenzel K. ; Ernst M. ; Rohde K. ; 
Baumann G . ; Speer A.. Department of Internal Medicine I, Division of 
Molecular Biology, Charite, Ziegelstrasse 5-9, D-10117 Berlin.— 
Germany, Federal Republic of. Human Genetics 97/1 (15-20) W$y. 
ISSN: 0340-6717. CODEN: HUGEDQ . Pub. Country: Germany, Federal 
Republic of. Language: English. Summary Language: English. 

AB To contribute to the analysis of the genetic background of 

atherosclerosis, especially endothelial dysfunction, we searched for 
DNA polymorphisms in the genes encoding E-, P- , and L- selectin, and 
ICAM-I and VCAM-I. We detected 17 mutations by single- strand 
conformation polymorphisms analysis and direct sequencing. Five of 
them resulted in an amino acid substitution. In E-selectin, ^ 
exchanges from serine to arginine (position 128), from leucine to 
phenylalanine (position 554), and a DNA mutation from guanine to 
thymine (position 98) present significantly different allele 
frequencies in young patients with angiographically established, 
severe atherosclerosis, compared with an unselected population. 
Results suggest that these polymorphisms are associated with a 
higher risk for early severe atherosclerosis. 

L66 ANSWER 5 OF 61 HCAPLUS COPYRIGHT 1996 ACS 

1996:106553 Method using agents inhibiting interaction between P 
-selectin??? and a P-selectin ligand 

for treating and preventing atherosclerosis. Wagner, 

Denisa D. ; Johnson, Robert C. (Center for Blood 

Research, Inc., USA). PCT Int. Appl . WO 9533484 Al ^121J^ 35 PP ■ 
DESIGNATED STATES: W: CA, JP; RW: AT, BE, CH, DE , DKT^S , FR, GB, 
GR IE, IT, LU, MC, NL, PT, SE . (English). CODEN: PIXXD2 . 
APPLICATION: WO 95-US6940 950601. PRIORITY: US 94-253663 940603; US 
95-377798 950124. 
AB A method for treating or preventing atherosclerosis in a 

mammal is described. An agent for inhibiting interaction between 
P-selectin and a ligand of P- 

cclectin is provided. Thp agent is administered to a mammal 
""irTneed of ''such treatment to cause this inhibition to occur. 

L66 ANSWER 6 OF 61 HCAPLUS COPYRIGHT 1996 ACS DUPLICATE 1 

1995:736586 Document No. 123:140072 Platelets roll on stimulated 
endothelium in vivo: an interaction mediated by endothelial 
P-selectin. Frenette, Paul S . ; Johnson, Robert C; Hynes, 
Richard 0.; Wagner, Denisa D. (Dep. Pathol., Harvard Med. 
Sen., Boston, MA, 02115, USA). Proc . Natl. Acad. Sci. U. S. A., 
92(16), 7450-4 (English) 1995\ CODEN: PNASA6 . ISSN: 0027-8424. 
AB P-selectin, found in storage . granules of platelets and endothelial ^ 
cells, can be rapidly expressed upon stimulation. Mice lacking this 
membrane receptor exhibit a severe impairment of leukocyte rolling. 
It was obsd. that, in addn. to leukocytes, platelets were rolling m 
mesenteric venules of wild-type mice. To investigate the role of 
P-selectin in this process, resting or activated platelets from 
wild-type or P-selectin-def icient mice were f luorescently labeled 
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and transfused into recipients of either genotype. 
Platelets-endothelial interactions were monitored by intravital 
microscopy. Rolling was obsd. for either wild-type or 
p-selectin-def icient resting platelets on wild-type endothelium. 
Endothelial stimulation with the calcium ionophore A23187 increased 
the no of platelets rolling 4-fold. Activated P-selectm-def icient 
platelets behaved similarly, whereas activated wild-type platelets 
bound to leukocytes and were seen rolling together. Platelets of 
either genotype, resting or activated, interacted minimally with 
mutant endothelium even after A23187 treatment. The velocity of 
platelet rolling was 6-9-fold greater than that of leukocytes. 
Results demonstrate that (1) platelets roll on endothelium m vivo, 
(2) this interaction requires endothelial but not platelet 
P-selectin, and (3) platelet rolling appears to be independent of 
platelet activation, indicating constitutive expression of a 
P-selectin ligand(s) on platelets. Thus, an interesting parallel 
was obsd. between platelets and leukocytes in that both of these 
blood cell types roll on stimulated vessel wall and that this 
process is dependent on the expression of endothelial P-selectm. 

L66 ANSWER 7 OF 61 EMBASE COPYRIGHT 1996 ELSEVIER SCI. B.V. 
95161894 EMBASE Reactive oxygen intermediates induce regulated 

secretion of von Willebrand factor from cultured human vascular 
endothelial cells. Vischer U.M.; Jornot L . ; Wollheim C.B.; Theler 
J -M Division de Biochimie Clinique, Centre Medical Univers itaire , 
l' r ue Michel Servet, 1211 Geneva 4, Switzerland. Blood 85/11 
(3164-3172) 1995. ISSN: 0006-4971. CODEN : BLOOAW . Pub. Country: 
United States. Language: English. Summary Language: English. 
AB Exocytosis from Weibel -Palade bodies, the secretory granules of 
vascular endothelial cells, causes the rapid release of yon 
Willebrand factor (vWF) , an adhesive glycoprotein involved in 
primary hemostasis, and cell surface expression of P-selectm, a 
membrane protein involved in neutrophil binding. Thus, exocytosis 
may represent a link between hemostasis and inflammation. We 
investigated the effect of reactive oxygen intermediates (ROIs) on 
vWF secretion. Incubation of cultured endothelial cells with 
xanthine oxidase (XO) , which generates superoxide anions (02-), 
induces a potent, rapid secretory response. However, vWF release was 
not observed in response to H202 . Extracellular, subendothelial vWF 
deposits typically seen after exocytosis from Weibel-Palade bodies 
were observed after exposure to XO. XO caused a rapid, sustained 
increase in intracellular free calcium concentration ([Ca2+](i)). 
vWF secretion was markedly inhibited by BAPTA- AM, a cell-permeant 
calcium chelator. Removal of extracellular calcium did not inhibit 
vWF release, although the sustained phase of the [Ca2+] d) increase 
was suppressed. These results suggest that XO-induced vWF release is 
mediated by the initial increase in [Ca2+] (i) which is caused by 
calcium mobilization from intracellular stores rather than by 
calcium influx. Exocytosis from Weibel-Palade bodies may contribute 
to the pathogenic effect of ROIs in atherosclerosis and 
inflammation . 

LCG ANSWER 8 OF 61 EMBAS* COPYRIGHT 1996 ELSEVIER SCI. B.V. 

9 52 4 737 9 '^EMBASE P-selectin regulates platelet-activating factor 

synthesis and phagocytosis by monocytes. Elstad M.R.; La Pine T.R.; 
Cowley F.S.; McEver R.P.; Mclntyre T.M.; Prescott S .M .;_ Zimmerman 
G A CVRTI, Bldg. 500, University of Utah, Salt Lake City, UT 
84112, United States. Journal of Immunology 155/4 (2109-2122) 
1995. ISSN: 0022-1767. CODEN: J0IMA3 . Pub. Country: United States. 
Lanquaqe: English. Summary Language: English. 

AB Adhesion molecules on endothelial cells or platelets may regulate 

localization and activation of leukocytes at sites of tissue injury, 
infection, or thrombosis. In- these studies, we found that human 
peripheral blood monocytes adhered' specifically to immobilized 
P-selectin (CD62P) , Chinese hamster ovary cells transfected with a 
cDNA for P-selectin, or endothelial cells stimulated to express 
P-selectin on the cell surface. P- selectin did not directly 
stimulate synthesis of the lipid autacoid platelet- activating 
factor (PAF) ; however, incubation on immobilized P-selectm primed 
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monocytes for increased synthesis of PAF ^^response^^opsonized 
zymosan particles^ P- select in dia no Qf 

' iSb!coa?ed IryXro^es ^a CDUb/CDlS -mediated functional response . 
P selertin inSeased Y PAF production by monocytes incubated with 

l T 5 cSn ^T^eMctS re£ - ^-/e-Ta^ytosis 
ofunops^z^fzymSanlarticles, another response triggered by the 

.beta • - ^ucan receptor ugg SHhaf P-seXcSn primed 

.beta. : glucan receptor or regu ^^to^-sS" in e^essed on 
'cells or Sateless may serfe both to localize monocytes 
S af fife o ular inflammation^ thrombosis and to prime the 

Sua for subsequent responses that augment inflammation. 

inice/scates^anguage : Bnglisn ^ang " ls has 
AB inflammatory cell depos ition in at ^"^'^otrc nitric oxide 

To" 'rfxLine^n Lrc^fdePOsU^^correiates "mporally .it. 

„^ S cS„ r !lo^^r?^ea fXorescent or uncled 

Ser of leukocytes. Furthermore, .•" rings """^cy?; 

accrued deposition of l«*ocyt«i. ^tTSSoS*^ 

data show tnat ceii - ir;::,"; ion" of NO "activity, although 

basis of leukocyte deposition. 

L66 ANSWER 10 OF 61 EMBASE COPYRIGHT 1996 ELSEVIER SCI B J. 

qfin?i7^3 EMBASE Soluble adhesion molecule P-seiectm 

% ° 2 dysfunction in essential hypertension: Implications for 

Serogenesis? A ereliminaryjepor^ L P ^versity'Sep^rtment of 

„»^,« rt K^^ Sli-liilSi. language, 
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measured levels of the soluble adhesion molecule P-selectin, which 
is associated with platelet activity/function and atherosclerosis, 
von Willebrand factor, which is a marker of endothelial dysfunction, 
and plasma fibrinogen. Patients and methods: We studied 104 
consecutive patients (47 males, 57 females; mean .+-. SD age 54.8 

+ - 14 1 years) with essential hypertension compared with 47 
normotensive healthy controls (55.0 19.2 years). Levels of 

soluble adhesion molecule P-selectin and von Willebrand factor were 
measured by enzyme- linked immunosorbent assay, and plasma fibrinogen 
by a clotting method (CLAUSS) . Results: Compared with normotensives , 
the hypertensives showed significant increases in soluble P-selectin 
(3 00 versus 228 ng/ml ; median difference 55 ng/ml, Mann-Whitney test 
P = 0 03), von Willebrand factor (114 versus 96 IU/1; unpaired 
t-test P ltoreq. 0.001) and fibrinogen (3.3 versus 2.9 g/1; 
unpaired t-test P .ltoreq. 0.001). There were significant 
correlations between fibrinogen and P-selectin (r = 0.16; P = 0.02) 
and von Willebrand factor (r = 0.39; P < 0.001), but not between_ 
P-selectin and von Willebrand factor. There were no differences in 
these factors between patients with (n = 53) and without (n = 51) 
antihypertensive therapy or between those with good blood pressure 
control (systolic/diastolic .ltoreq. 160/90 mmHg; n = 17) and those 
with poor control. A stepwise multiple regression analysis showed 
that diastolic blood pressure was a significant predictor for 
soluble P-selectin levels; diastolic blood pressure and von _ 
Willebrand factor levels were significant predictors for fibrinogen 
levels (P < 0.05). Conclusions: This study suggests that 
hypertensives have high plasma fibrinogen levels, platelet 
dysfunction (which could contribute to atherogenesis , as indicated 
by raised soluble P-selectin levels) and endothelial dysfunction (as 
indicated by high von Willebrand factor levels) , which are related 
to diastolic blood pressure. These factors may act synergistically 
to increase atherogenesis and may explain the high risk of 
atherosclerotic vascular disease in hypertensives. 

L66 ANSWER 11 OF 61 HCAPLUS COPYRIGHT 1996 ACS DUPLICATE 2 

1995-1000623 Shear- induced platelet aggregation in normal subjects and 

stroke patients. Konstantopoulos , Konstantinos ; Grotta, James C; 

Sills, Cynthia; Wu, Kenneth K. ; Heliums, J. David (Cox Laboratory 

Biomedical Engineering, Rice University, Houston, Tex., TX, UbA) . 

?n?omb Haemostasis, 74(5), 1329-34 (English) 1995. CODEN : THHADQ . 

ISSN: 0340-6245. 

AB Elevated levels of shear stress that occur in stenotic arteries may 
induce platelet aggregation and initiate thrombosis. Shear-induced 
platelet aggregation (SIPA) was studied in groups of ischemic stroke 
patients and normal subjects usign a viscometric-f low cytometric 
technique Twenty-three patients who sustained an ischemic stroke 
that was not of cardiac origin were inlcuded in this study, and were 
classified either as atherosclerotic (n = 15) or as 
lacunar (n = 8) stoke patients. The results show that shear 
stresses at the levels which occur in arteries partially occluded by 
atherosclerosis or vascular spasm strongly activate and 

aggregate paltelets, and this response is much more pronounce dm 
. n r^^-ioni-a who had documented 

nk_ui~ j- a Li. ii ci j- ouiujv^ 1 -* ' _ _ _ _ 

atherosclerotic disease of their cerebral vessels. SlPa is 

not affected by the time of blood drawing after the onset of stoke 
suggesting that these platelet abnormalities are not transient but 
chronic. Furthermore, the extent of platelet activation detected by 
an ant i- P-selectin monoclonal antibody and the 

proportion of neutrophil-platelet aggregates circulating in vivo are 
significantly higher in the atherosclerotic stroke 

patients studied at least one month after the onset of stroke. Thes 
results indicate that the enhanced platelet responses obsd. in 
atherosclerotic stroke patients are not conseqluences of 

ischemia, and therefore both platelet activation and elevated SIPA 
may be considered as important risk factors for stroke. The _ 
methodol. developed in this work may be useful -for characterization 
of platelet resactivity, and may contribute to our understanding of 
thrombotic mechanisms. 
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L66 ANSWER 12 OF 61 HCAPLUS COPYRIGHT 1996 ACS DUPLICATE 3 

1995:720907 Document No. 123:195650 Blood cell dynamics in 
P-selectin-def icient mice. Johnson, Robert C; Mayadas, 
Tanya N ; Frenette, Paul S.; Mebius, Reina E . ,• Subramamam, Meera; 
Lacasce, Ann; Hynes, Richard O. ; Wagner, Denisa D. 

(Brigham Women's Hospital, Harvard Medical School, Boston MA, USA). 
Blood, 86(3), 1106-14 (English) 1995. CODEN : BLOOAW. ISSN: 

AB p-selectin is expressed on the surfaces of activated platelets and 
endothelium where it mediates binding to leukocytes. 
P-selectin-def icient mice were shown to exhibit peripheral 
neutrophilia (T. N. Mayades et al . , 1993). The authors now show 
that this is not caused by changes in bone marrow precursors nor by 
a lack of neutrophil margination. Both P-selectin-pos . and -neg. 
animals displayed similar increases in peripheral blood neutrophil 
nos after injection of epinephrine. However, clearance of 
Slchromium- labeled neutrophils is delayed in mice deficient for 
P-selectin, indicating that the neutrophilia is at least m part the 
result of delayed removal. The authors detected no obvious _ 
alterations in lymphocyte differentiation, distribution, or adhesion 
to hiqh endothelial venules in peripheral lymph nodes Through 
intravital microscopy, the authors examd. the impact of P-selectin 
deficiency on leukocyte/endothelial interaction beyond the initial 
stages of inflammation. Four hours after the administration of an 
inflammatory irritant, leukocyte rolling was obsd. even in the 
absence of P-selectin. There were significantly fewer rolling cells 
relative to wild-type mice, and their velocity was reduced. 
Moreover, in the peritonitis model, the no. of peritoneal 
macrophages in wild-type mice increased threefold at 48 h, whereas 
the macrophages in the mutant mice remained near baseline levels. 
Thus, whereas P-selectin is known to be involved in early stages of 
an inflammatory response, the results indicate that it is addnl . 
responsible for leukocyte rolling and macrophage recruitment m more 
prolonged tissue injury. 

L66 ANSWER 13 OF 61 HCAPLUS COPYRIGHT 1996 ACS DUPLICATE 4 

1995:796973 Document No. 123:195640 von Willebrand factor, soluble 
P-selectin, tissue plasminogen activator and 

plasminogen activator inhibitor in atherosclerosis 

Blann, A. D.; Dobrotova, M. ; Kubisz, P.; McCollum, C. N. (Dep. 

Surgery, Univ. Hospital South Manchester, Manchester, UK) . Thromb. 

Haemostasis, 74(2), 626-30 (English) 1995. CODEN: THHADQ . ISSN: 

AB Tissue 2 plasminogen activator antigen (tPA) , plasminogen activator 
inhibitor antigen (PAI-1) , sol. P-selectin and 

von Willebrand factor antigen (vWf) were measured by ELISA in 41 
patients with peripheral vascular disease (PVD) , 41 with ischemic 
heart disease ( IHD) and in 46 age and sex matched asymptomatic 
controls. Increased vWf was found in patients with IHD (p =0.0002) 
and in patients with PVD (p = 0.0011) relative to the controls but 
levels did not differ between the two patient groups. Raised tPA 
found in both PVD (p = 0.0006) and IHD (p = 0.0061) compared to the 
. . -. .. c- 1 «^ riiffDrontiafp rhp two arouDS of patients. 

OOI1UI.OJ.O aj.D<-> o.uj.j.'--^ - 

Sol P-selectin was also raised in both groups 

(n = 0 003 in IHD and p = 0.0102 in PVD) with no difference between 
the groups. There were no differences in levels of PAl-l between 
the groups. In the subjects taken as a whole, there were 
significant Spearman's correlations between tPA and yWf (r =0.37, p 
< 0 001) tPA and triglycerides (r = 0.38, p < 0.001), tPA and 
P-selectin (r = 0.19, p = 0.032), vWf and age (r = _ 
0 25, v = 0.005) and inversely between vWf and HDL (r = -0.2b, p - 
0'006) These data support the concept that increased levels of tPA 
may be important in atherosclerosis, and indicate that 
sol P-selectin may be useful in further anal. 

of the role of platelets and the endothelial cell in this disease. 

L66 ANSWER 14 OF 61 HCAPLUS COPYRIGHT 1996 ACS _ 
1995-983949 Document No. 124:81189 Evaluation of platelet function by 
'flow cytometric measurement of ligand binding. Bunescu, A.,- 
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Lundahl, J.; Soederstroem, T. ; Lindahl, T.; Larsson, A.; Egberg, N . 
(Dep. Clinical Chem. Blood Coagulation, Karolinska Hosp., Stockholm, 
S-171 76, Swed.). Platelets, 6(6), 340-5 (English) 1995. CODEN: 
PLTEEF . ISSN: 0953-7104. 
AB Rapid and relevant evaluation of platelet function is often clin. 

important. By fluorescent labeled chicken antibodies (which do not 
bind to Fc-receptors) against fibrinogen and von Willebrand factor 
and flow cytometry, the authors have detd. the time course of ligand 
assocn. to platelets after stimulation with ADP and ristocetin resp. 
The expression of guanosine 5 ' -phosphate (GMP) -140 
was also measured. The authors have applied this technique to 
evaluate platelet function during platelet storage and 
cardiopulmonary bypass. There was a significant redn. of the 
binding of fibrinogen and von Willebrand factor and significantly 
increased expression of GMP-140 after 9 days of 
storage. Changes in metabolic variables such as lactate 
accumulation, glucose consumption and decrease in pH confirm that 
the functional impairment is due to a large extent to a deteriorated 
platelet metab. No significant differences were found between 
samples taken before and during cardiopulmonary bypass, but there 
was a tendency towards increased ligand binding as well as increased 
expression of GMP-140 at the end of 

cardiopulmonary bypass. The flow cytometric technique that is 
described may be useful for evaluation of platelet function and 
platelet activation in vivo. 

L66 ANSWER 15 OF 61 HCAPLUS COPYRIGHT 1996 ACS DUPLICATE 5 

1995:683383 Document No. 123:166534 Platelet-derived microparticles 
may influence the development of atherosclerosis in 
diabetes mellitus. Nomura, Shosaku; Suzuki, Masahiko; Katsura, 
Kaoruko; Xie, Gui Lan; Miyazaki, Yasuhiko; Miyake, Tetsuya; Kido, 
Hirofumi; Kagawa, Hideo; Fukuhara, Shirou (The First Department of 
Internal Medicine, Kansai Medical University, 10-15, Fumizono-cho , 
Moriguchi, Osaka, 570, Japan). Atherosclerosis (Shannon, Irel.), 
116(2), 235-40 (English) 1995. CODEN: ATHSBL . ISSN: 0021-9150. 
AB The authors investigated the assocn. between low-d. lipoprotein 

(LDL) , triglycerides, and platelet activation in 18 patients with 
hypertension age 41-64 yr and 18 with diabetes mellitus aged 43-70 
yr. Platelet P-selectin positivity and 

microparticle level (indicators of activation) were both 
significantly higher in the diabetics than in healthy controls ( 
P-selectin: 28.0% vs. 7.3%,; microparticles: 1900 

vs. 526/104 platelets). In contrast, there was no significant 
increase of either parameter in the patients with hypertension. 
Plasma microparticle levels were also significantly greater in the 
diabetics with high LDL levels than in those with low LDL levels 
(2375 vs. 1519/104 platelets), and in those with high rather than 
low triglyceride levels (2188 vs. 1492/104 platelets). However, 
platelet positivity for P-selectin was not 

significantly different between these two subgroups. Microparticle 
and P-selectin levels both showed no significant 

difference between the hypertensive patients with high and low LDL 
or triglyceride levels. These results suggest that platelet -derived 
microparticles may participate in the development or progression of 
atherosclerosis in patients with diabetes mellitus. 

L66 ANSWER 16 OF 61 HCAPLUS COPYRIGHT 1996 ACS 

1996:112331 Evidence for thrombin- induced human platelet secretion 
regulated by the cytoskeleton . Dai, Yun; Li, Jin (Dep. Histol. 
Embryol., Military Med. Coll., Canton, Peop . Rep. China, 510515, 
Peop. Rep. China). Shiyan Shengwu Xuebao, 28(3), 235-40 (English) 
1995. CODEN: SYSWAE . ISSN : 0001 - 53 34 . 

AB Human blood platelets store -an abundance of growth factors, 

adhensive proteins, coagulation factors, platelet -specif ic proteins, 
calcium, serotonin, and adenine nucleotides in their secretory 
organelles. After exposure to stimuli (thrombin, collagen, ADP, 
etc.), the platelets undergo a rapid series of morphol . change from 
characteristic disks to spheres with several filopodia, adhension to 
the inner surface of blood vessels, and aggregation among the 
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platelets. Most of these changes are usually accompanied by 
secretion or release of dense bodies (release I) and _ 

alpha -granules (release II) . The secreted products play essential 
parts in a variety of important physiol. and/or pathol . events, such 
as hematosis, thrombosis, blood coagulation, inflammation, and 
atherosclerosis. Little is known, however, for regulatory 

mechanism of platelet secretion. Platelets are a distinct kind of 
cells with many special organelles, but without a nucleus. It also 
contains a large amt . of cytoskeleton . The numerous investigators 
have suggested that the platelet responses to stimuli are intimately 
linked to events involving cytoskeleton within the platelets. 
During platelet activation, as revealed by electron microscopy, the 
secretory organelles become centralized and enveloped by circular 
microtubules and a filamentous network. It is implied a possible 
relationship between cytoskeleton and platelet secretion. However, 
the precise role of cytoskeleton in platelet secretion remains 
uncertain. By using exposed GMP-140 (a platelet 

granule-membrane protein with MW of 140 kDa) as a specific signal of 
secretion, the present study was designed to investigate the effects 
of microtubular and microf ilamental inhibitors on thrombin- induced 
platelet secretion. 

L66 ANSWER 17 OF 61 MEDLINE _ DUPLICATE 6 

95209187 Endothelial heterogeneity and intimal blood-borne cells 

Relation to human atherosclerosis. Romanov Y A; Balyasnikova I V; _ 
Bystrevskaya V B; Byzova T V; Ilyinskaya 0 P; Krushinsky A V; Latsis 
R V- Soboleva E L; Tararak E M; Smirnov V N. (Institute of 
Experimental Cardiology, Russian Academy of Medical Sciences, 
MOSCOW ) ANNALS OF THE NEW YORK ACADEMY OF SCIENCES, (1995 Jan 17) 
748 12-37; discussion 37-9. Journal code: 5NM. ISSN: 0077-8923. 
Pub. country: United States. Language: English. 

L66 ANSWER 18 OF 61 HCAPLUS COPYRIGHT 1996 ACS 
1996-100010 P-selectin knockout: a mouse model for 

'various human diseases. Wagner, Denisa D. (Center for Blood 
Research, Harvard Medical School, Boston, MA, 02115 USA) . Ciba 

Found. Symp., Volume Date 1995, 189, 2-16 (English) 1995. CODEN: £, 
CIBSB4. ISSN: 0300-5208. 
AB P-selectin is a transmembrane adhesion receptor _ * 

specific to platelets and endothelial cells. It has an N-termmal 
lectin domain that recognizes specific carbohydrate moieties on 
monocytes, neutrophils and some other subsets of leukocytes. 
P-selectin is stored in granules and is expressed 

on the plasma membrane only after the cells are stimulated by 
vascular injury or during inflammation. Physiol. P- 
selectin is likely to be involved in the recruitment of 

leukocytes that promote wound healing and fight infection. There 
are many disorders in which the excessive recruitment of leukocytes 
is characteristic, including chronic inflammation, 
atherosclerosis, arthritis, diabetes, asthma and reperfusion 

injury. Because certain cancer cells also express the ligand for 
P-selectin it is possible that this receptor is 

involved in metastasis. Tn study the specific role of P- 
seiectin"in*these pathol. processes, we have prepd. a mouse 
lacking P-selectin through gene targeting. 

Leukocyte interaction with the vessel wall is defective in these 
animals as leukocytes do not roll in the mesenteric venules and 
their extravasation at sites of inflammation and vessel injury is 
limited We are testing these animals in models of the various 
diseases mentioned above in order to evaluate when the absence of 
P-selectin is beneficial. 

L66 ANSWER 19 OF 61 HCAPLUS COPYRIGHT 1996 ACS • .... . 

1994-570544 Document No. 121:170544 Method for inhibition of cell 
'adhesion to receptors containing selectins. Carson, Dennis A^; 
Wicks, Ian (Reagents of the University of California, USA) . PCT 
Int Appl. WO 9414472 Al 940707, 42 pp. DESIGNATED STATES: W: CA, 
JP US; RW: AT, BE, CH, DE, DK, ES , FR, GB, GR, IE, IT, LU, MC, NL, 
PT' SE (English). CODEN : PIXXD2 . APPLICATION : WO 93-US12464 
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931221. PRIORITY: US 92-994650 921222. 
AB A method for inhibition of adhesion of cells to receptors contg . 

selectins in mammals is disclosed whereby an anti-adhesion enzyme is 
administered to the mammal in a therapeutically effective dosage. 
In a preferred embodiment, the ant i -adhesion enzyme will be 
administered to treat a chronic or acute inflammatory condition 
(preferably the latter) . In this context, the therapeutically 
effective dosage will be a dosage sufficient to achieve detectable 
redn of the inflammation without substantial toxicity. The enzyme 
administered will specifically cleave carbohydrate residues which 
are involved in forming bonds between carbohydrate residues m 
ligands (typically on leukocytes) which are specific for 
selectin-contg. receptors (typically on endothelial cells), m 
particular, bonds formed by fucosylated and/or sialylated residues. 
The enzyme will preferably be a fucosidase or sialidase and is 
preferably used in recombinant form. Means are also described 
whereby the activity of the enzyme can be enhanced to perform 
optimally at pH 7-7.4 (i.e., the pH of plasma). The enzyme may also 
be modified to extend its in vivo half-life and shelf life._ It is 
expected that the same enzyme will cleave many adhesion residues. 
Sialidase of Clostridium prevented neutrophil entry into lung tissue 
in an adult respiratory distress syndrome rat model. 

L66 ANSWER 2 0 OF 61 HCAPLUS COPYRIGHT 1996 ACS 

1994:555760 Document No. 121:155760 Glycoprotein ligand for P 
-selectin and methods of use thereof. Cummings, Richard 
D • Moore, Kevin L.; Mcever, Rodger P. (University of Oklahoma, 
USA) PCT Int. Appl. WO 9411498 Al 940526, 65 pp. DESIGNATED 
STATES- W- AU, BB, BG, BR, BY, CA, CZ , FI, HU, JP, KP , KR, KZ , LK, 
MG, MN, MW, NO, NZ , PL, RO, RU, SD, SK, UA, US, VN; RW: AT, BE, BF, 
BJ, CF, CG, CH, CI, CM, DE, DK, ES, FR, GA, GB, GR, IE, IT, LU, MC, 
ML, MR, NE, NL, PT, SE, SN, TD, TG . (English). CODEN: PIXXD2 . 
APPLICATION: WO 93-US11129 931116. PRIORITY: US 92-976552 921116. 

AB P-selectin has been demonstrated to bind 

primarily to a single glycoprotein ligand on neutrophils and HL-60 
cells, when assessed by blotting assays and by affinity chromatog. 
of [3H] glucosamine-labeled HL-60 cell exts. on immobilized P 
-selectin. This mol . was characterized and distinguished 
from other well-characterized neutrophil membrane proteins with 
similar apparent mol. mass. The purified ligand, or fragments 
thereof, including both the carbohydrate and protein components, or 
antibodies to the ligand, or fragments or components thereof, can be 
used as inhibitors of binding of P-selectin to 
cells. The P-selectin ligand and antibody to 

the ligand or polypeptide of the ligand are useful for modulating 
inflammatory or hemostatic response, or for inhibiting tumor 
metastasis . 

L66 ANSWER 21 OF 61 HCAPLUS COPYRIGHT 1996 ACS 

1994-315824 Document No. 120:315824 P-selectin 

-derived inhibitors of leukocyte adhesion. Heavner, George A. ; 
Epps, Leon A. (Centocor, Inc., USA). PCT Int. Appl. WO 9405314 Al 
940317 56 ^ DESIGNATED STATRS • W- CA ; JP ; RW : AT, BE, CH, DE , 
DRIES', FR,*GB, GrT IEV"lT, LU, MC, NL , PT, SE . (English). CODEN: 
PIXXD2. APPLICATION: WO 93-US7964 930824. PRIORITY: US 92-941652 
920908 . 

AB Novel peptides derived from amino acids 42-48 of P- 

selectin are characterized for diagnostic and pharmaceutical 

use in the control of leukocyte adhesion. Peptides were synthesized 
by Fmoc chem. and tested for their ability to inhibit the binding of 

P-selectin by neutrophils. Inhibition of binding 
by 0.3 .mu.M peptide was in the range 11-100%. 

L66 ANSWER 22 OF 61 HCAPLUS COPYRIGHT 1996 ACS 

1994:426895 Document No. 121:26895 Cyclic peptide inhibitors of 
cellular adhesion derived from selectins. Heavner, George A. 
(Centocor, Inc., USA). PCT Int. Appl. WO 9405310 Al 940317, 175 pp. 
DESIGNATED STATES: W: CA, JP, US; RW : AT, BE, CH, DE , DK, ES, FR, 
GB GR, IE, IT, LU, MC, NL , PT, SE . (English). CODEN: PIXXD2 . 
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APPLICATION : WO 93-US8504 930908. PRIORITY: US 92-941653 920908. 
AB Novel cyclic peptides derived from a conserved sequence in selectins 
are biol . active and useful as pharmaceuticals. Specific points of 
cyclization or conformational restriction in conjunction with 
specific substitutions have been identified that not only 
unexpectedly increase the biol. activity of these compds., but also 
significantly increase their resistance to enzymic degrdn . Formulas 
of the active compds. and representative examples of preferred 
peptides are presented. 

L66 ANSWER 23 OF 61 HCAPLUS COPYRIGHT 19 96 ACS 

1994:290096 Document No. 120:290096 Select in-dependent 

adhesion- inhibiting peptides for treating inflammation, ischemia, v^t 
etc.. Heavner, George A.; Kruszynski, Marian; Falcone, Margaret L. ^ u /) r J- 

(Centocor, Inc., USA). PCT Int. Appl . WO 9405269 Al 940317, 39 pp. / 
DESIGNATED STATES: W: CA, JP, US; RW: AT, BE, CH, DE , DK, ES, FR, 
GB, GR, IE, IT, LU, MC, NL, PT, SE . (English). CODEN: PIXXD2 . 
APPLICATION: WO 93-US8436 930908. PRIORITY: US 92-941649 920908. 

AB The present invention provides six peptides having as their core 
region portions of the 11-18 amino acid sequence of P- 
selectin, E-selectin or L-selectin. The invention also 

provides pharmaceutical compns . comprising the peptides of the 
invention, and diagnostic and therapeutic methods utilizing the 
peptides and pharmaceutical compns. of the invention. The peptides 
are useful for redn. of inflammation or coagulation, for inhibition 
of leukocyte adhesion, or for treatment of inflammation, ischemia, 
reperfusion, bacterial sepsis, disseminated intravascular 
coagulation, adult respiratory distress syndrome, tumor metastasis, 
rheumatoid arthritis, and atherosclerosis. 

L66 ANSWER 24 OF 61 HCAPLUS COPYRIGHT 1996 ACS 

1994:105012 Document No. 120:105012 Blocking intercellular 

interactions with CD43 chimeric molecules. Ardman, Blair (New 
England Medical Center Hospitals, Inc., USA). PCT Int. Appl. WO 
9400143 Al 940106, 36 pp. DESIGNATED STATES: W: JP; RW: AT, BE, 
CH, DE, DK, ES, FR, GB, GR, IE, IT, LU, MC, NL, PT, SE . (English) . 
CODEN: PIXXD2. APPLICATION: WO 93-US4517 930513. PRIORITY: US 
92-891571 920601. 

AB Interaction between a 1st and a 2nd cell in a mammal is inhibited by 
administering a sol. chimeric mol . which includes: (a) a cell 
targeting mol. which is capable of specifically recognizing and 
binding to a mol. on the surface of the 1st cell covalently bonded 
to (b) a CD43 extracellular domain bearing a net neg. charge at 
physiol. pH. CD43 protein interferes with intercellular adhesion, 
as illustrated by the relative lack of LFA-l-mediated adhesion of 
T-cells to CD43 -expressing HeLa cell transf ectants compared to 
normal HeLa cells. This effect of CD43 was prevented by incubation 
with neuraminidase, which removed neg. charged sialic acid residues. 
Examples of cell targeting mols . are: (1) a P- select ing-binding 
portion of an LNF III receptor protein; (2) an ELAM- 1 -binding ^ 
portion of a sialyl Lewisx receptor protein; (3) a VLA-4 -binding 
portion of a VCAM-1 receptor protein; (4) a HIV-binding portion of 
CD 4 ; (5) an LFA- 1 -binding, rhinovirus-binding, or Plasmodium-binding 
portion of an ICAM-1 receptor protein. 

L66 ANSWER 25 OF 61 HCAPLUS COPYRIGHT 1996 ACS 

1995:210446 Document No. 122:6189 Isolation and Characterization of 
Natural Protein-Associated Carbohydrate Ligands for E-Selectin. 
Patel, Thakor P.; Goelz, Susan E.; Lobb, Roy R. ; Parekh, Raj B. 
(Oxford GlycoSystems, Blacklands Way/ Abingdon/ Oxon, 0X14 1RG, UK) . 
Biochemistry, 33(49), 14815-24 (English) 1994. CODEN: BICHAW. 
ISSN: 0 006-2 96 0. OTHER SOURCES: CJACS- IMAGE; CJACS . 

AB A comparative anal, of carbohydrate 'libraries' derived from cell 

lines binding E-selectin with differing avidity identified probable 
endogenous protein-assocd . carbohydrate ligand candidates for 
E-selectin. Three unusual structures, which constitute less than 3% 
of cell surface protein-assocd. carbohydrate, were unique to the 
E-selectin-binding cells, including neutrophils and the monocytic 
cell line U937. All are tetraantennary N-linked structures with a 
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NeuAc . alpha . 2 . f wdarw . 3Gal . beta . 1 . f wdarw . 4 ( Fuc . alpha^l . f wdarw 3 ) GlcNA 
c beta . If wdarw . 3Gal . beta . 1 . f wdarw . 4 ( Fuc . alpha . 1 . f wdarw . 3) GlcNAc 
lactosarninoglycan extension (diSLex) on the arm linked through the 
C4 residue on the mannose. While all contained the expected SLex 
[NeuAc alpha . 2 . f wdarw . 3Gal . beta . 1 . f wdarw . 4 ( Fuc . alpha . If wdarw . 3 ) GlcN 
Ac] moiety these structures have an addnl . fucosylated lactosamme 
unit Direct evidence that these diSLex-contg . structures are, 
indeed, high-affinity ligands for E-selectin came from the use of 
recombinant sol. E-selectin-agarose affinity chromatog. It was 
found that these three carbohydrate structures bound specifically to 
the E-selectin column. SLex itself does not bind under identical 
conditions. In summary, these related structures: (1) all possess 
an unusual 3-sialyl di-Lewis x extension on one arm of an N-linked 
Ltraantennary glycan; (2) of the cells tested, are present only on 
E-selectin-binding leukocytes and leukocytic cell lines; (3) bind to 
E-selectin with a relatively high affinity (Kd < mu.M) and one 
greater than that of 3-sialyl Lewis x or 3-sialyl Lewis a; and (4) 
reoresent a very small percentage of the protem-assocd. 
carbohydrate. These carbohydrate structures appear to be present on 
only a very small no. of cell surface proteins and may alone be 
responsible for the specificity of E-selectin-dependent adhesion. 

L66 ANSWER 26 OF 61 HCAPLUS COPYRIGHT 1996 ACS 

1994:530632 Document No. 121:130632 Selectin ligands. Varki Ajit 
(Glycobiology Program, Divison of Cellular and Molecular Medicine 
La Jolla, CA, 92093, USA). Proc . Natl. Acad. Sci . U S. A., 91(16), 
7390-7 (English) 1994. CODEN : PNASA6 . ISSN: 0027-8424 ( 

AB A review, with 132 refs., on selectins and their carbohydrate 2' L 

ligands The biol . relevant selectin ligands are diverse and 
complex 'macromols. that share in common certain types of anionic 
carbohydrate structures. High affinity recognition of seemingly 
disparate oligosaccharides may involve the formation of similar 
clustered saccharide patches. 

L66 ANSWER 27 OF 61 HCAPLUS COPYRIGHT 1996 ACS DUPLICATE 7 

1994-671916 Document No. 121:271916 Platelet .alpha -granule release 

in cocaine users. Rinder, Henry M. ; Ault, Kenneth A ; Jatlow Peter 
I - Kosten, Thomas R . ; Smith, Brian R. (School of Medicine, Yale 
Univ New Haven, CT, USA). Circulation, 90(3), 1162-7 (English) 
1994. CODEN: CIRCAZ . ISSN: 0009-7322. 
AB Cocaine use has been assocd. with arterial occlusion resulting from 
platelet-rich thrombi and with an accelerated, often atypical 
atherosclerotic lesion that could be ascribed to platelet 

activation and platelet . alpha . -granule release Using a flow 
cytometric method to quantitate the percent of circulating activated 
platelets in whole blood (those that express the . alpha . -granule 
membrane protein P- selectin) , we found that 5 of 

25 samples from 12 long-term cocaine users had a baseline level of 
circulating activated platelets > 3 SD (range, 19% to 60%) above the 
mean (4 4 +-. 3.7%, mean .+-. 1 SD) for 85 nonusers (sample n = 
130) This subset resulted in a significantly higher mean baseline 
level of circulating activated platelets (11.8 14.4«) for a 

..„^v.r. iv - n i\ Rv contrast, cocaine and its metabolites, 

a^con^nsTdocumented as obtainable during in vivo cocaine use (10-7 
to 10-5 mol/L), had no effect on in vitro platelet activation _ or 
aaareaation either directly or in concert with platelet agonists. 
However ?n'expts. in whichcocaine users received blinded infusions 
of placebo or cocaine, the mean percent of circulating activated 
platelets rose significantly (P <0.5) after infusion of ei Jher 
placebo (peak 77 .+-. 31%) or cocaine (Peak 65 2B«) , the latter 

at doses resulting in peak plasma cocaine levels averaging <10-6 
mol/L Long-term cocaine use in some subjects is intermittently 
assocd with high basal levels of circulating platelets that have 
undergone . alpha . -granule release. The inability of cocaine and its 
metabolites at concns . of 10-7 to 10-5 mol/L to cause platelet 
p-selectin expression in vitro m this study, , , o , tc 

coupled with the acute increase in circulating activated P^telets 
obsd in vivo after either cocaine or placebo infusion, suggests 
that 'in vivo platelet . alpha . -granule release assocd. with cocaine 
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use may occur through indirect rather than direct effects of the 
drug . 

L66 ANSWER 28 OF 61 HCAPLUS COPYRIGHT 1996 ACS DUPLICATE 8 

1994:531338 Document No. 121:131338 Increase in the adhesion molecule 
P-selectin in endothelium overlying 

atherosclerotic plaques: Coexpression with intercellular 

adhesion molecule-1. Johnson-Tidey , Ruth R. ; McGregor, John L . ; 
Taylor, Peter R.; Poston, Robin N . (Dep. Exp. Pathol., UMDS, London, 
So! Am. J. Pathol., 144(5), 952-61 (English) 1994. CODEN : AJPAA4 . 
ISSN: 0002-9440. 
AB P-selectin (GMP-140) is an 

adhesion mol. present within endothelial cells that is rapidly 
translocated to the cell membrane upon activation, where it mediates 
endothelial-leukocyte interactions. Immunohistochem . anal, of human 

atherosclerotic plaques has shown strong expression of 

P-selectin by the endothelium overlying active 

atherosclerotic plaques. P-selectin is 

not however, detected in normal arterial endothelium or m 
endothelium overlying inactive fibrous plaques. Color image anal, 
was used to quantitate the degree of P-selectin ( 
expression in the endothelium and demonstrates a statistically 

significant increase in P-selectin expression by <^ 7 

atherosclerotic endothelial cells. Double - 

immunofluorescence shows that some of this P- 
selectin is expressed on the luminal surface of the t 

endothelial cells. Previous work has demonstrated a significant 

up-regulation in the expression of the intercellular adhesion mol.-l 

in atherosclerotic endothelium and a study on the 

expression of intercellular adhesion mol.-l and P- 
selectin in atherosclerosis shows a highly pos . 

correlation. These results suggest that the selective and 

cooperative expression of P-selectin and . ^ 

intercellular adhesion mol.-l may be involved m the recruitment of 

monocytes into sites of atherosclerosis. 

L66 ANSWER 29 OF 61 EMBASE COPYRIGHT 1996 ELSEVIER SCI. B.V 
94310893 EMBASE P-selectin mediates the interaction of circulating 

leukocytes with platelets and microvascular endothelium m response 
to oxidized lipoprotein in vivo. Lehr H.-A.; Olofsson A.M ; Carew 
T E - Vajkoczy P.; Von Andrian U.H. ; Hubner C . ; Berndt M.C.; 
Steinberg D.; Messmer K.; Arfors K.E.. Department of Pathology 
Univ. of Washington Medical Center, 1959 NE Pacific St Seattle, WA 
98195, United States. LAB. INVEST . 71/3 (380-386) 1994. ISSN: 
0023-6837. CODEN: LAINAW . Pub. Country: United States. Language: 
English. Summary Language: English. 
AB BACKGROUND: Oxidized low density lipoprotein (oxLDL) has been 

demonstrated to stimulate leukocyte/endothelium interaction, an 
early feature of atherogenesis . Using the skinfold chamber model for 
intravital microscopy in hamsters and mice, we have shown that 
oxLDL-induced leukocyte adhesion to microvascular endothelium _ snares 
many characteristics with leukocyte adhesion during inflammation and 

. . r_-„j-/ nnrinHinn t-hp involvement of .beta. 2 integrin 

adhesion molecules. In light of the two-step model of leukocyte 
adhesion, we have examined the contribution of P-selectin to 
oxLDL- induced leukocyte/endothelium interaction. P-selectin is an 
inducible adhesion molecule on platelets and endothelium, mediating 
the initial steps of leukocyte margination and rolling along the 
endothelial lining, as well as of aggregate formation between 
platelets and leukocytes. EXPERIMENTAL DESIGN : For our studies, we 
used the dorsal skinfold chamber model for intravital fluorescence 
microscopy on awake Syrian golden hamsters. Hamsters were treated 10 
minutes before oxLDL- in j ect ion (oxidized by Cu2 + , 4 mg/kg body 
weight, intravenously) with blocking antibodies to P-selectin (2 
mg/kg body weight intravenously, N = 7) . RESULTS: In seven control 
animals (pretreated with an irrelevant IgG antibody) , oxLDL 
injection elicited leukocyte rolling and adhesion on both venular 
and arteriolar endothelium, and also the formation of aggregates 
tumbling down the microvessels and firmly adhering to the 
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microvascular endothelium. The aggregates consisted of leukocytes 
and activated, dendritic platelets, as assessed by scanning electron 
microscopy of the buffy coat isolated by density gradient 
centrifugation of whole blood taken from hamsters 15 minutes after 
injection of oxLDL . Leukocyte adhesion to venular and arteriolar 
endothelium, as well as the formation of leukocyte/platelet _ 
aqqreqates were significantly reduced by pretreatment of the animals 
with anti-P-selectin antibodies. CONCLUSIONS: These data emphasize 
the similarities between leukocyte adhesion in response to oxLDL and 
in other pathophysiologic conditions, identifying P-selectin as a 
crucial player in the interaction between leukocytes and 
microvascular endothelium as well as in the formation of circulating 
leukocyte/platelet aggregates. 

L66 ANSWER 30 OF 61 HCAPLUS COPYRIGHT 1996 ACS 

1995-839479 Document No. 123:310911 Endothelium, blood-born cells and 
'intimal colony forming units in human atherogenesis . Balyasnikova , 
I v • Byzova, T. V.; Bystrevskaya, V. B. ; Ilyinskaya, 0. P.; 
Krushinsky, A. V.; Popkova, V. M.; Romanov, Yu. A.; Soboleva, E L.; 
Tararak, E. M. ; Smirnov, V. N. (Cardiology Research Center, Academy 
Medical Sciences, Moscow, Russia). Eur. Sect. Meet., Int Soc . 
Heart Res., 15th, 327-30. Editor(s): Haunsoe, Stig; K^eldsen, Keld. 
Monduzzi Editore: Bologna, Italy. (English) 1994. CODEN : 61SCA9 

AB Human large vessel endothelium in situ is morphol heterogeneous due 
to the presence of large and multinucleated endothelial cells (ECs) . 
In cell culture, significant differences in adhesive properties and 
variations in distribution of adhesion proteins (GMP- 
140 ICAM-1) were found even in neighboring cells forming 

polymorphous endothelial monolayer. This finding may explain the 
appearance of subendothelial clusters consisting of blood cells m 
aortic regions in situ covered predominantly by giant ECs. Some of 
these clusters contained low-differentiated precursor cells giving 
rise to hematopoietic- or stromal-type colonies in specific culture 
conditions. It is proposed that the foci of ectopic hemato- and 
stromapoiesis in subendothelial intima can affect normal metabolic 
parameters in the vessel wall and partly explain the localization 
patterns of atherosclerotic lesions. 

L66 ANSWER 31 OF 61 EMBASE COPYRIGHT 1996 ELSEVIER SCI. B.V. 

94319778 EMBASE Thrombosis and inflammation as multicellular processes: 
Significance of cell-cell interactions. Marcus A.J.. Hematology and 
Oncology, Department of VA Medical Center, 423 East 23rd St, New 
York NY 10010, United States. SEMIN. HEMATOL. 31/4 (261-269) 
1994'. ISSN: 0037-1963. CODEN: SEHEA3 . Pub. Country: United States. 
Language: English. 

L66 ANSWER 32 OF 61 HCAPLUS COPYRIGHT 1996 ACS 

1994-628754 Document No. 121:228754 Biological significance of 

L-selectin (LECAM-1) and its ligand. Miyasaka, Masayuki; Tamatani, 
Takuya; Kawashima, Hiroto (Department of Immunology, Tokyo 
Metropolitan Institute of Medical Science, Tokyo, 113, Japan). Int. 
Conor Ser - Excerpta Med., 1051 (Endothelium-Derived Factors and 
Vascular Functions) 249-52 (English) 1994. CODEN: EXMDA4 . ISSN: 

0531-5131 . n ^ , , . m 

AB L-selectin (LECAM-1) is a leukocyte adhesion mol . for endothelium 
and plays an important role in leukocyte rolling along activated 
endothelium. The authors have obtained cDNA encoding rat L-selectin 
and generated a sol. fusion protein of rat L-selectin and human _IgG 
Fc portion (rLEC-Ig) . They then used this protein to characterize 
the ligands in terms of their biochem. and tissue distribution 
Here the authors show the heterogeneity of the L-selectin ligands 
and also discuss the possible significance of L-selectin/ligands 
interaction. 

L66 ANSWER 3 3 OF 61 HCAPLUS COPYRIGHT 1996 ACS _ 
1994-295629 Document No. 120:295629 The protective role of 

'high-density lipoprotein on oxidized-low-density-lipoprotein-mduced 

U937/endothelial cell interactions. Maier, Jeanette Anne Marie; 

Barenghi, Livia,- Pagani, Franco; Bradamante, Silvia; Comi, Paola,- 
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whether nStJve and oxidized low-d. and high-d. lipoproteins could 
* Y»L tMq nrocess Only oxidized low-d. lipoprotein caused a 

mnl or P-selectin induction was not apparent m 

this Xst em suggesting the presence of an alternative system for the 
Sffi Of ' cells e- =. Us^ 

"mpiTely^pres ed^Idi*^^ 

S"S!, cells^to the endothelial monolayer ... e -jd, ed^.gh-d. 

„at?r,n5 n ofidUea'lipo P rote?ns may^lay a role in the formation of 
the atherosclerotic lesion by modulating monocyte 
endothelial interactions. 

"0^^.^^ and the ligand 

,3 ™?ew ifK^K ~ L-selectin, a lect in- li.e Oocyte 
adhesion protein and the ligand mols. m lymphocytes. 

,,, amc;wfr 1<S OF 61 HCAPLUS COPYRIGHT 1996 ACS _ 
"1,.™?^ Document No . 121,247746 A Plasmodium falciparum isolate 

c^adhere^ 

SSoria. 3050. Australia). Mo 1 . B^hem^ Parasitol . , 67(1), 21 30 

fFnnliqh) 1994 CODEN: MBIPDP. ISSN: 0166-6851. 

chromosome 9 as P. falciparum isolates with a deletion in this 
r-pninn lost the capacity to cytoadhere m vitro and no icmgei 
eSressed^PlasmodiSm falciparum erythrocyte membrane P-tein-1 
(PfEMP-1) on the surface of the infected cells. The au t nor s nave 

SrtLs- Lssa-sr^^wssa ^sh-m 1 * 

MIVECs does not bind to melanoma cells, and expresses a surface 
moT EC :ith°most Of the propert ies^f «K»P ; 1 . 
ITmVT l^^^'^is^loiiyi^ treatment and 
infected Jells continue to cytoadhere "^f^f ?„f ^nS 

SSuflMI mc^'dif erentlrom anyTSousV scribed, as 
naraliUzed cells do not adhere to sol, intercellular adhesion mol. 
?? "hrombospondin, vascular cell adhesion mol . 1, E-selectin or 

'"together'.^ X^qpe^s^s suggests that the 
ability of parasites to cytoadhere is encoded in at » 

receptor-ii^nSction^ 
iflB-SEH? 3 %?Lm^„t"Sri? 9 ^S; GH LSo a t S inhibiting 
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select in-dependent interactions betwee , . inhib itor or 

ss^sju^ssis ss fit ? £ %f ----- 

Of expression o£ = j^^-^'^ Scfon sUlosyl-Le* expression. 
KinrSiKVsno: fc^ar ifcition ot f nesion to 
stimulated human umbilical vein endothelial cells. 

L66 ANSWER 37 OF 61 HCAPLUS COPYRIGHT 1996 ACS ^ ngrrowing 

1993-426686 Document No. 119:26686 inniDicion _ 

using ant i - PADGEM antibodies. p * la ^ca^ Theresa SsA; New England 

Furie, Bruce E.; Furie Barbara C (Biogen, Inc U ^ ^ 

Medical Center Hospitals. Inc.). PC inc. pp ^ 
930415, 32 pp. DESIGNATED STATES: W AT AU BB , ^ ^ ^ 
CS, DE, DK, ES, FI, GB, HU JP, KP. KR, LK, LU, ^ 

PL ' R0 ' S' rl' 11 gI ; ie : i?' "S: m f c ; Si: S: S; SE ; SN , TD , TC . 

(EngUshf' CO^n!' PI^D2 E ' APPLICATION : WO 92-US8163 920930. 
PRIORITY : US 91-768834 910930 disease e g by angioplasty, 

AB After treatment of occlusive ^tery disease, ^ J J * 

endarterectomy atherectomy ^c vascular y.^ Qf a 

restenosis or thrombosis) ^prevented by humanized) antib ody 
iS^^o'SSSl^SSS-iu^t granule-external 
membrane ( PADGEM) protein. Thus -u- monoclona 
SSSS Srrowinr?ra f rhrorgen?c a D e aSon arteriovenous shunt 
model in baboons. 

L66 ANSWER 38 OF 61 HCAPLUS ^Q^g^^Leukocyte^adhesion molecule-1 
1993:470376 Document No. 119 1 703 ' 6 ™ d ther apeutic uses 
( LAM - 1 ) and ligand thereof ^iag^stic and therap 

2£? xns^e', iT^A [ S ^^^^^' 
4 P 6 IX ? P D2. D fp I p G LlS;orwr92 W U S8^7 SioS". PRIORITY : US 91-770608 

911003 ■ j no n crfar-e Drotein, is characterized; 

AB LAM-1, a leukocyte-assocd. ce ^J^ f ^^q domains of animal 
it contains domains homologous with binding domai ^ 
lectins, growth factors, and C3/C4 binding prot methods and 

genomic sequences are Presented Also ^losea 

agents for detecting, ld ? ntl ^"9« f^rdinq fragment thereof, or an 
ligand. The LAM-1 protein a -^^nd-oLaS fragment are used 
antagonist to the LAM-1 PWtem^rjig^^.^ nr disease in a human 
in methods of detecting silk* . u \ ^"'IT • ~~" com pns in methods of 
patient. They are also used in ther a P^ic ™JP^ condition, 
treating a patient offering from a leukocyte y libra ry 

CDNA encoding LAM-1 was isolated from a human 
and identified and characterized. 

t££ ANSWER 39 OF 61 HCAPLUS COPYRIGHT 1996 ACS 

V993.S7 Document No. 118:186147 Interaction of P- 

'"seiectin (CD62) and its cellular ligand: Ana lysis °f stenkamp , 

Saidf Aruir Ale.and fe^SS,' 
f 9 S tle CO^: 9 Bickw US ^SSN! i r0u6 m 29 t 60 y ' OTHER SOURCES : C JACS - IMAGE ; 



C JACS . 

AB P-selectin {CD62, PADGEM 



P-selectin [cutz, . . r ^ n i d i v 

^^ii^a\rSr-rf^^« l ^;fpiSte!^fLae„aot„e 1 ia 1 
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cells where it mediates leukocyte-platelet and leukocyte-vascular 
endothelial cell adhesion, resp. P-selectin is 
a member of a family of adhesion mols. which includes the 
endothelial cell adhesion mol . E-selectin and the leukocyte adhesion 
mol L-selectin. Selectins mediate cell-cell binding resulting from 
the interaction between the amino terminal lectin domains of the 
selectins and their resp. carbohydrate ligands. Here a 
three-dimensional model of the lectin domain of P- 
selectin is reported which was derived on the basis of its 

structural homol. to the rat mannose binding protein (MBP whose 
crystal structure has recently been reported. On the basis of the 
model, a no. of point mutants were prepd. to identify the P 
-selectin bindinq site. The residues found to be 

important for binding are located in a shallow groove on the surface 

of the mol. composed of residues from the .beta. -2, -3, ana -s 

strands of the P-selectin lectin domain. A no. 

of residues within this groove, which are conserved among all 

selectins, were found to be crit. for p-selectin 

binding They include Lysll3, Tyr48, and Tyr94. The single 

su D s^?utions y Lysll3Ala, Y Tyr48Ala, Tyr48Phe Tyr94Ala, and Tyr94Phe 

abolished P-selectin binding to myeloid cells. 

L66 ANSWER 40 OF 61 HCAPLUS COPYRIGHT 1996 ACS DUPLICATE 9 

1993-601140 Document No. 119:201140 Leukocyte rolling and 

extravasation are severely compromised in P selectin-def icient mice. 

Mayadas, Tanya N.; Johnson, Robert C; Rayburn, Helen,- 

Hvnes Richard 0.; Wagner, Denisa D. {New England Med. 

Snt Tufts Univ , Boston, MA, 02111, USA). Cell (Cambridge, 

Ss'.i, 74 (3), 541-54 (English) 1993. CODEN: CELLB5 . ISSN: 

AB P°select 4 in, expressed on surfaces of activat ed end °thelial cells and 
nlatelets is an adhesion receptor for leukocytes. The authors 
Sport that P selectin-deficient mice, generated by gene targeting 
In P emLyonic stem cells, exhibit a no. of defects in leukocyte 
behavior, including elevated nos . of circulating neutrophils, 
virtually total absence of leukocyte rolling in mesenteric venules 
Ind delayed recruitment of neutrophils to the peritoneal cavity upon 
eStl induced inflammation. These results clearly demonstrate a 
role for P selectin in leukocyte interactions with the vessel wall 
and in the early steps of leukocyte recruitment at sites of 
inflammation These mutant mice should prove useful in deciphering 
£ coSbStions of P selectin in various inflammatory responses as 
well as in platelet functions. 

L66 ANSWER 41 OF 61 HCAPLUS COPYRIGHT 1996 ACS _ 
1993-446915 Document No. 119:46915 Endothelial- leukocyte adhesion 
'molecules. Possible role in monocyte recruitment into 
atherosclerotic lesions. Kume, Noriaki (Brigham Women s 

Hosp Harvard Med. Sen., Boston, MA, 02115, USA). Mol. Med. 
(Tokvo) 30(3), 312-17 (Japanese) 1993. CODEN: MOLMEL. 
AB A review with 35 ref s . , focusing on the interaction of the adhesion 
mols expressed on the endothelial cells (VCAM-1, ICAM-1, E- and 
_ - x .j _ \ ^u^^ Qvnvocapri on rhp 1 eukoevtes 

rVLA-4 Mac-l (CDllb/CD18) , sialyl Lewis -X, and 

L selectin] , and also on a multi-stage model of the mechanism of 
monocyte adhesion to vascular endothelium. 

L66 ANSWER 42 OF 61 HCAPLUS COPYRIGHT 1996 ACS 

1993:470292 Document No. 119:70292 Interaction of LAM-1 with an 
inducible ligand supports leukocyte adhesion to endothelium 
Kansas Geoffrey S.; Spertini, Olivier,- Luscinskas, Francis W. ; 
Gim^rone Michael; Tedder, Thomas F. (Dana Farber Cancer Inst., 
Harvard Med Sen Boston, MA, 02115, USA). Struct., Funct . Regul 
Mol Involved Leukocyte Adhes . [Proc. Int. Conf . ] , 2nd Meeting Date 
im, 168-81. Editor(s): Lipsky, Peter E. Springer: New York, N. 
Y (Enalish) 1993. CODEN: 59CPAD . . 
Evidence is presented that LAM-1, in addn. to its well-known role in 
mediating the binding of lymphocytes to the high endothelial venules 
ThEv) of peripheral lymph nodes is also important in the binding of 



AB 
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leukocytes to endothelium at sites of inflammation. Specifically, 
it is proposed that LAM- 1 mediates the initial attachment of all 
classes of leukocytes to endothelium at sites of inflammation, and 
that this adhesion is mediated through a novel, inducible 
glycoprotein. 

L66 ANSWER 43 OF 61 EMBASE COPYRIGHT 1996 ELSEVIER SCI. B.V. 

94045633 EMBASE Endothel ial - leukocyte adhesive interactions in 

inflammatory diseases. Munro J.M. . Department of Histopathology , 
University College London, Medical School, University Street, London 
WcJe "J United Kingdom. EUR. HEART J. 14/SUPPL. K (72-77) 1993. 
ISSN: 0195-668X. CODEN: EHJODF . Pub. Country: United Kingdom. 
Language: English. Summary Language : English. 

AB There is evidence that vascular endothelium directs the accumulation 
of leukocytes in inflammation through various means, particularly by 
the expression of specific cell surface molecules which are adhesive 
for ligands on circulating leukocytes. Examples of such molecules 
are E-selectin and intercellular adhesion molecule 1 (ICAM-1) In an 
experimental model of various forms of inflammation, E-selectin and 
ICAM-1 were induced in association with adhesion and emigration of 
circulating polymorphonuclear and mononuclear leukocytes. Further 
work in humans showed endothelium to express E-selectin in 
inflammation. In addition, the presence of a leukocyte ligand for 
E-selectin, sialyl-Lewis X has been seen on cells accumulating m 
inflammation. Furthermore, sialyl-Lewis X was also unexpectedly seen 
on endothelium. The role of sialyl-Lewis X on endothelium is as yet 
uncertain although it may function as an adhesion receptor for 
leukocytes. Other endothelial adhesion receptors, such as vascular 
cell adhesion molecule 1 (VCAM-1) , are described. Atherosclerosis 
shows many features in common with inflammation These are 
discussed, and the demonstrated and potential relevance of 
endothelial adhesive phenomena in routine inflammation to those m 
atherosclerosis are reviewed. For example, a VCAM-1 homologue has 
been described on the endothelium over evolving atherosclerotic 
lesions in rabbits. 

L66 ANSWER 44 OF 61 HCAPLUS COPYRIGHT 1996 ACS 

1994-103735 Document No. 120:103735 Potential roles for oxidized 

'phospholipids in inflammation and atherogenesis . Prescott, Stephen 
M ; Patel, Kamala D.; Smiley, Patricia L. ; Stafforim, Diana M. ; 
Lorant, Diane E . ; Zimmerman, Guy A. ; Mclntyre, Thomas M. ( Nor a 
Eccles Harrison Cardiovasc. Res. Train. Inst., Univ. Utah, Salt Lake 
City UT 84112, USA). Atheroscler. Rev., 25 (Atherosclerosis) , 
59-68 (English) 1993. CODEN: ATHEDF . ISSN: 0362-1650. 

AB A review, with 15 ref s . , on: P-selectin and ^ 

platelet-activating factor (PAF) act coordmately in the rapid 
adhesion of leukocytes to endothelial cells; endothelial cells 
exposed to oxidants express P-selectin and 

release bioactive oxidized phospholipids; and PAF acetylhydrolase 
hydrolyzes oxidized phospholipids and blocks modification of low-d. 
lipoprotein . 

,rr utcitod /ic ni? ci EMRASR COPYRIGHT 1996 ELSEVIER SCI. B.V. 

93104582""EMBASE* Platelet . alpha . -granules . Harrison P.; Cramer E.M 

Coagulation Research, Rayne Institute St. Thomas' Hospital London 
SE1 7EH, United Kingdom. BLOOD REV. 7/1 (52-62) 1993. ISSN: 
026 8 -96 OX. CODEN: BLOREB . Pub. Country: United Kingdom. Language: 
English. Summary Language : English. „i 0 „,,-i oa 

AB Platelets contain a vast number of biologically active molecules 

within cytoplasmic granules which are classified according to their 
respective distinct ultrastructures , densities and content. The 

alpha. -granule is a unique secretory organelle in that it exhibits 
further compartmentalization and acquires its protein content via 
two distinct mechanisms: (1) biosynthesis predominantly at the 
megakaryocyte (MK) level (with some vestigial platelet synthesis) 
(eg platelet factor 4) and (2) endocytosis and pinocytosis at both 
the MK and circulating platelet levels (e.g. fibrinogen (Fg) and 
IqG) The currently known list of . alpha . -granular proteins 
continues to enlarge and includes many adhesive proteins (e.g. Fg, 
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von Willebrand factor (vWf) and thrombospondin (TSP) ) , plasma 
proteins (e.g. IgG and albumin), cellular mitogens (e.g. platelet 
derived growth factor and TGF.beta.), coagulation factors (e.g. 
factor V) and protease inhibitors {e.g. . alpha . 2 -macroglobulin and 
alpha. 2-antiplasmin) . More recently the inner lining of the 
alpha -granule unit membrane has been demonstrated to contain a 
number of physiologically important receptors including glycoprotein 
Ilb/llla { .alpha. lib. beta. 3) and P-selectin. The . alpha . -granules 
originate from small precursor granules which can be observed 
budding from the trans -Golgi network within the platelet precursor 
cell, the MK. During MK maturation the . alpha . -granules become very 
prominent and are ultimately packaged into platelets during 
thrombopoiesis. The . alpha . -granular contents are destined for 
release during platelet activation at sites of vessel wall injury 
and thus play an important role in haemostasis, inflammation, 
ultimate wound repair and in the pathogenesis of atherosclerosis. 

L66 ANSWER 46 OF 61 EMBASE COPYRIGHT 1996 ELSEVIER SCI. B.V. 

93330014 EMBASE Leukocyte adhesion molecules on the vascular 

endothelium: Their role in the pathogenesis of cardiovascular 
disease and the mechanisms underlying their expression. Sluiter W. ; 
Pietersma A.; Lamers J.M.J. ; Koster J.F.. Department of 
Biochemistry, Cardiovascular Research Institute, Erasmus University 
Rotterdam, P.O. Box 1738, 3000 DR Rotterdam, Netherlands. J. 
CARDIOVASC. PHARMACOL. 22/SUPPL. 4 (S37-S44) 1993. ISSN: 
0160-2446. CODEN: JCPCDT. Pub. Country: United States. Language: 
English. Summary Language: English. 

AB It is well known that granulocytes increase infarct size after 

reperfusion of the ischemic myocardium, and that monocytes promote 
atherogenesis. Those cells are also believed to play a contributory 
role in pathogenesis of coronary restenosis as response to arterial 
injury during balloon angioplasty. The adhesion of those leukocytes 
to the vascular endothelium is a prerequisite for their recruitment 
and accumulation in the lesion. Inflammatory mediators likely to 
occur under those conditions, e.g., histamine, thrombin, 
oxygen-derived free radicals (ODFR) , interleukin (IL)- I, tumor 
necrosis factor (TNF) - . alpha . , and activated complement factors, 
induce in a distinct time course the (transient) expression of the 
leukocyte adhesion molecules P-selectin, E-selectin, intercellular 
adhesion molecule (ICAM)-l, and vascular cell adhesion molecule 
(VCAM)-l on the endothelium. Only VCAM-1 is specific for monocytes; 
the others mediate the binding and subsequent extravasation of both 
monocytes and granulocytes. The response to the relevant 
inflammatory mediators, except for extracellular ly produced ODFR, is 
coupled via specific receptors on the surface of the endothelium to 
specific signal transduction pathways and, except for P-selectm 
(early response), is directly dependent on protein synthesis 
(intermediate and late response) . Protein kinase-C- induced 
phosphorylation of transcription factors is often shown to be 
involved. Protein synthesis is preceded by increased transcription 
of mRNA that is regulated in part by the transcription factor 
NF-. kappa. B. Indications have been obtained that intracellular ly 
produced ODFR may be involved in the translocation of this 
transcription factor. This rapidly increasing insignt into une 
mechanisms by which granulocytes and monocytes adhere to the 
vascular endothelium will open new avenues to therapeutic strategies 
to alleviate tissue damage in cardiovascular diseases. 

L66 ANSWER 47 OF 61 HCAPLUS COPYRIGHT 1996 ACS 

1993*537327 Document No. 119:137327 Leukocyte-associated cell surface 
protein LAM- 1 (leukocyte adhesion molecule-1) . Tedder, Thomas F. 
(Dana-Farber Cancer Institute, Inc., USA). PCT Int. Appl. WO 
9220712 Al 921126, 29 pp. DESIGNATED STATES: W: AT, AU, BB , BG, 
BR CA, CH, DE, DK, ES, FI, GB , HU, JP, KP, KR, LK, LU, MG, MW, NL, 
NO' PL, RO, RU, SD, SE; RW : AT, BE, BF, BJ, CF, CG, CH, CI, CM, DE , 
DK, ES, FR, GA, GB , GR, IT, LU, MC, ML, MR, NL r SE, SN , TD , TG . 
(English). CODEN: PIXXD2 . APPLICATION: WO 92-US3970 920513. 
PRIORITY: US 91-700773 910515. , 

AB LAM- 1 , contg. domains homologous with binding domains of animal 
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lectins, growth factors, and C3/C4 binding proteins; the specific 

patients surrer y tissue damage, autoimmune disorder, 

patient suffers rrom, e .y . , u =■ rell - S Decif ic cDNAs were 

cancer, or organ or tissue transplant B cell d - the 

isolated from a human tonsil ^N^ library and cDNA enc 9 ture 

oftn/S^ Strain, was detd. for 

exons II-X. 

ANSWER 48 OF 61 HCAPLUS COPYRIGHT 1996 ACS 
L66 ANbWbK 40 ur ox 1 1 •? .??fi-?25 Method of inhibiting 

1992-626325 Document No. ll/.^^bJ^=> ueLlluu u 
platelet activation-dependent granule- external 
membrane protein (PADGEM) -mediated linked 
interactions using an inhibitor comprising ^-linked 
sialic acid component., Furie, Bruce; Fur re *^bara C 

sss: screen: is^r^ a i^fe 

„ i^uTiUi— for in„iMti ;? Ijj*^ ^ 7 
interaction of a PADGEM-bearing cell with a cell bearing a 
PADGEM 1 igand by contacting the ^GEM-bearing 

obsd. at .apprx.50 .mu.g/mL. 

(Gilead Sciences, Inc., USA). PLi im: . ^ppx . 

RU, SD, SE, US; RW: AT, BE, BF, BJ, CF, CG, CH, CI, CM , 

n-787921^11106. sequences »hich specifically bind 

coS« i.^cM?"^ P K f ically ^"y^"^^. 

and successive rounds of selection using y oligonucleotides 

used to generate aptamers that bind serum ^cto , for 
hr^Hvkinin and prostaglandin F2.alpna.. ^P LdlucI 1 
binding "S'anS inhibition of thrombin was demonstrated. 
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L6 6 ANSWER 50 OF 61 HCAPLUS COPYRIGHT 1996 ACS .^^^ bQwel 
1992*440451 Document No. 117:4U4bl iLed ^ (lclJL PT am i 

•" disease with antibody or °^er molecule recognxz ng ELAM-1 

(endothelial cell-leukocyte adhesion mol -l) P^ein. Co ^ , y 
Podolsky Daniel K tBiogen nc USA General^ospi^ w 
PCT Int. Appl. WO 9208489 \l ru V DK ES FR GB, GR, IT, LU, 
{£' S' ^isS?'. ^CODEN • S?ixS: APPLICATION : WO 91-US8257 
9lil06. PRIORITY: US 90-610512 administration of an 

AB Inflammatory bowel disease (IBD) is treatea oy pro tein 
antibody, polypeptide, or other mol ^o^zing for e x vivo 

of active IBD tissue. 

L66 ANSWER 51 OF 61 HCAPLUS COPYRIGHT 1996 ACS 
^992-^6529 Document No. 117:46529 P-selectin and 

E-selectin Distinct but overlapping leukocyte ligand 

seiecLin. u Glenn R ; Sako, Dianne; Ahern, Tim J., 

specificities. Larsen, wenn k , ' . Gibs0 n, Rosemary M. 

Soiish^SM CODEN : JBCHA3 . ISSS: 0021-9258. 
recognfzeTlne.ge-seecific ^hydrates on = n ^ n the Lex 

^vi,?.^ if-a^v^ed^etner E-selectin and 

OT^iifr^Sn'^SS iTre^ehn addn. t o sialyl 

o^neSlySTlSls' t 'rS- li^^"" connd 

h» mfp .el«ctl» Fucosidase or neuraminidase 

S ament of"" cells r*^* Sa^ceS ^ " 

Si^YKE k^T^EM <,ndi„ g . — 

UnU^indi„r« „SS1ell, ■ S0 1 . 

CHO-E-selectin binding to HL6U cens. nuwc f 

E-selectin inhibited CHO^P-^select.n and completely. 

CHO:E-selectm binding to HL.6U ceiib ^qu± * 
COS cells, unable to bind to E-selectm or P- 
selectin, bound E-selectin but not P- 



. t-voncfort -i nn with .alpha. -1,3 



Sntg^siaiyf'Lef ^prSS to Lalyl;2 , 6 .beta .Gal structures on 
the P-selectin ligand may contribute to its 
specificity of P-selectin. 

166 ANSWER 52 OF 61 JCAPLOS COPYRIGHT »^ACS £ on ilgand 

Medina. Sk£'«" 8 Pin?V Weaver, ,a m .s L., Rao, 
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Patricia E . ; Aszalos, Adorjan (Cent. Drug Eval Res . FDA 
Washington, DC, 20204, USA). J. ™1 149(11) , 3596 604 
, Pnnl i qh \ 1992 CODEN: JOIMA3 . ISSN: 0022-1767. 
AB Scarboxylic°acid (ATA, has been shown to block the binding 

site for both HIV g P 120 and mAb anti-Leu 3a on CD4 . It was 
uneLSedly found that brief treatment with .gtoreq 1 .mu.g/mL ATA 
ra^dly disengages another mAb, OKT4E , after it has been bound o 
rapiaiy aisenyayc qoecific for a discontinuous epitope 

CD4 on human PBL. OKT4h is specii.ii- tul i a . i-oT-minal fT)4 

overlapping the MHC class II-binding region in the N- terminal CD4 
Trllin interestinqly, among 10 other mAb tested, only anti-Leu 8, 
specie frTfeuktyte homfng receptor is als o qu ickl Y^eased 
f rnm the cells by ATA treatment . Disengagement of the 0KT4E mAb is 
from the ceiis Dyii (HPB-ALL) and with recombinant 

so S l° HT iscm) bouSd to "mmobiU.ed 0KT4E . In all of these cases, 
disengagement is prevented if 0KT4E is cross -linked, or the Leu 3a 
tire is blocked by the mAb, but not by g P 12 0. Photobleaching 

ri £L"s Sea sr^iS^c^s^s-s;^' 

Slw" i-unomodulation: induced disengagement of a bound 
ligand from its antigen. 
L66 ANSWER 53 OF 61 HCAPLUS COPYRIGHT 1996 ACS 

iq n 9 ' rODEN ■ SAIGAK. ISSN: 0370-8241. 
AB A review with 40 refs., on the adhesion mols^ (AM) on the vessel 
Endothelial cells, and the roles of AM in atherosclerosis 
Indreper fusion injury. Expression and functions of ICAM 1, 
ICAM-110/VCAM 1, ELAM 1 (E seiectin) , and GMP-140 
(P-selectin) are discussed. VCAM 1 and ICAM 1 
are expressed in atherosclerosis of rabbit and human, 
resp ICAM 1 and ELAM 1 are important in onset on reperfusion 
injury. 

ifi* ANSWER 54 OF 61 EMBASE COPYRIGHT 1996 ELSEVIER SCI. B.V 
9 1515^ EMbIse Blood monocyte adhesion to vascular endothelial cells, 
implication in vascular pathology. Dosquet C; Wautier J -L Lab de 
SSogi. Vasculare; J- -Uulaire Hopital -iboisiere , 

S2 O1 ISSN? r 027 7 l-5l98 CODEn! ShEDF. Pub ; Country: United States. 
T.anauaae- Enqlish. Summary Language: English. 

antibodies and molecular cloning several families of molecules 
involved in leukocyte-endothelial cell interaction have been 
defined leukocyte adhesion molecules include the three .beta., 

Trmi/rnm molecules), VLA-4 and the L-Selectm. _ 
p"coiprHn " 7elam- 1 ) P-Selectin (GMP-140) and receptors or trie 

mmunS^SuUn^upekamily ^^^^^-^^1^1^ 
^fnerifhafbL"^ 

So^rin'blood myocyte adhesion to endothelial cells in vitro 
ThP n vivo expression of these adhesive molecules on the vascular 

SSS,.^ Sclent ^^^^ --d"p i0n 

Virol. 3 (2), 125-33 (English) 1992. CODEN : SEVIEL. ISSN: 
AB A°review 3 with 39 refs. Atherosclerotic lesions in animals 



f onda 



377798 Page 25 



and humans have been reported to c °^ain herpesviral genomi c 
material during different stages of development. For this reason, 
' it has been hypothesized that latent viral infections may be an 
earlv trigger^n this arteriopathy . Because viral proteins can 
manifes^fibrin deposition in the vessel wall, the authors and 
nthPrs have tested the hypothesis that herpes simplex virus 
?Sc?iSn can predispose human endothelial cells to become 
procoagSanTaSd attract inflammatory cells perhaps by elaborating 
specific cell receptors on the surface of the vessel wall. The 
composite of work highlighted in this review article provides 
documentation that viral infection can enhance coagulation 
documentation t endothelium pro -thrombotic . The 

a^hofs provide evidence thai the herpesvirus infected endothelium, 
once activated or injured, can serve as a template by expressing 
?ece D ?ors or circulating monocytes and neutrophils which can 
predispose to lipid accumulation and inflammation within the vessel 
wall These findings support a role of herpesviruses m 
atherosclerotic and thrombotic diseases. 

.,, AMcwpR qfi OF 61 HCAPLUS COPYRIGHT 1996 ACS 

^■TstoTs Document No. 117:88079 Granule membrane protein 140 ( 
PM p i4o> Larsen, Eric (Dartmouth Med. Sch., „, 1C \ 

I" ^»^^^™ !! ' 

f*« ?hfl iq exoressed on the surface of activated platelets 
TnT no h SXl »S ™e corresponding ligand « l^*^' 
involves a carbohydrate structure, including the CD15 antigen. 

m fnrnnpnfaose III. GMP-140 mediated cell 
bindinols likely crit in the hemostatic and inflammatory response 
to tissue and vascular injury. In addn., these interactions may be 
important i£ pathol. processes such as atherosclerosis or 
metastasis. Future investigations should elucidate 
structure -function relationships of GMP-140 and 
its ligand as well as the cellular consequences of adhesion. 

L66 ANSWER 57 OF 61 EMBASE COPYRIGHT 1996 ELSEVIER SCI. B - V " . 

Language: English. Summary Language: English. 
T ,, am^wfr Sfl OF 61 HCAPLUS COPYRIGHT 1996 ACS 

L66 ANSWER b« ut bi n ^ r nc.o9R74R Select in-binding intercellular 
1 992-228245 Document No. 116:22b^4b ^eietun ^j- 11 ^ D . rp7 

Sv s r n ssr 2 r Tnitci? ££ e! au R ooe?; isr^icySr- 

n 7 nQM PCT int ADoi WO 9119502 Al 911226, 108 pp. 
eSgNAT^STAT^wV aTaU, BB B^ BR C^ CZ DE DK KS FX 

GB ' H S' ii' bp' £• cf' cg' ??' S: Se: dk: e": S£: el, II: '£: 

™ : ^' 2?.' mr ' Sf,: Sf/. S N : S: S: (English). C0DEN:_PIXXD2.^ _ 
APPLICATION • ' WO 91-US4284 910614. PRIORITY : US 3UUOA3f U ° 

90 619319 901128- US 90-632390 901221; WO 91-US3592 910522. 

T?e pharmaceutical compns . comprise a carrier and compds . which 

qplectivelv bind selectin, e.g. biomols . contg. 

RiGaf blta 1 4(Fuc.alpha.l,3)GlcNAcR2a [Rl = oligosaccharide 

R3R4C (C02H) ^ R3 , R4 = H, Cl-8 alley! , hydroxy! Cl-8 ay, aryl Cl-8 

^Ka ir G 7l^c\ a ^ Ratfw^r 'pro^ct^rom^dotoxic 

shoS a by t?ea?ment a wIth monoclonal antiEody P6E2 to human ELAM-l 

protein. 

nNJ P WF D c 9 OF 61 HCAPLUS COPYRIGHT 19 96 ACS 
L66 ANSWER by ur t>i n ^ r 1 ,, 9ri , identification of a monocyte 

1991-556203 Document No. 115:156203 laenun^Liuu 
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rector on herpesvirus- inf ected ^f^^n^i^ 
R. ; silverstein, Roy L ; Da £ oc Natl . fico d. Sci. 0. s. A., 

Univ.. New York, BY "Ml, EISA] re ss „ M 27-8424. 

B8I16I, 7200-3 (English) ™„lls tS vascular endothelium may 

The adhesion of circulating =ell = " l0 „ and 

be an initial step in atherosclerosis, i adhesion 
wound healing. One »echanism for P™»ting "J surface of the 
involves the expression °' f ™^ ti °„ at endothelium induces 

artEafihiuryThrhas-oeeh implicated^ the development of human 
atheroscurosl, / The ? »sent study demons a es hat 

^^^'v^^r^iSi^ a' fmporLnt 
pShophysiol" mechanism"' vSus-induced cell iniury and 

inflammation. 

L66 ANSWER 60 OF 61 MEDLINE antibo dy imaging of platelet 

91084956 in vivo technet ^ m : 9 ^™ ^Llial neointimal proliferation after 

alpha-granules in rabbit endothelial neoint v q j? ^ D M; 

angioplasty Miller DD;Boulet A , To ^ r j? gfc al _ 

^WS1: 7B IS«; ^^S^^i'country. United States. 

Language: English. f techne tium-99m monoclonal antibody 

To examine the specificity of tecnneciui interventional 
(S12) in»gin9 for identifying a ctivat ed Platele ^ 
injury sites in atherosclerotic ra serial percutaneous 

unheparinized rabbits (n - 39) UI ^erwent la P Qr withQUt 

transluminal aortic angioplasty (PTA^ proc eau ^ ^ ^ 

intravascular stent placement) f °^°S u ^ e ^ctron microscopy to 
gamma camera imaging, canning, and ™°^ e antibody binding, 
determine the intravascular loci of S12 * q£ in vivQ 

Despite angiographic vesse P^ency . image de ^ were 

S12 binding in injured ver sus u nirrju re ^ pTA (i3 +/ 

significantly increased (p £ han a (1 4 +/- 0.22, n = 7) , 

0.? 7f n = 7), PTA twice at 6-week intervals (1.4 / red w - th 

and PTA plus stent placement (1.6 +/ = 0 28 ^ ^ .^.^ Qf 

control experiments (l.i + ': ":i;; d S12 loca lization at PTA (2 +/- 
blood-free excised aortas con J ijjed^loca ^ r _ sites 

0.4, n = 3) and PTA plus steilL * , v S12 antibody uptake 

fibrin, and red blood «H deposition in reg PTA. 
with endothelial neointimaljroliferation^t ^ sl2 

™y-be°uSuf ^localS'sites of'piatelet-derived mitogen release 
at arterial PTA injury sites. 

L66 ANSWER 61 OF 61 HCAPLUS COPYRI ^ ion 
1985:468951 Document No. 103.68ybi accompanied by 

is mediated by the fibrinogen receptor ^d s not P p 
release or by thromboxane synthesis. Keynes, An Hadassah Univ _ 
Amiram; Yarom Rena; Marx Gerard <^ H % 6(1)f 213 . 19 (English) 
Hosp., Jerusalem, 9H2U, isiaex/. 

™85. CODEN: BLOOAW. ISSN: 00 ° 6 ' washed human platelet 

AB Zn (0.1-0.3 mM) induces aggregating washed ^ ^ tQ aggregate 
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due to the binding of Zn to the plasma proteins. 

Zn- induced aggregation of normal washed platelets required 

aSded fibrinogen and no aggregation occurred with thrombasthemc 
platelets or with normal platelets pretreated with 

a monoclonal antibody (10E5) that blocks the platelet 

fibrinogen receptor. Apparently the platelet 
membrane fibrinogen receptor-glycoproteins lib and , , 

Ilia mediate the effect of Zn. Zn- induced aggregation was blocked 

by the agent TMB- 8 , which interferes with the internal Ca2+ flux, 

and by prostacyclin, which elevates platelet cAMP levels. 

Zn induced aggregation was not accompanied by thromboxanes synthesis 

or by the secretion of dense-body serotonin and was not affected by 

oreexnosure of platelets to acetylsalicylic acid. Expts. 

with creatine phosphate/creatine phosphokinase showed that the Zn 

effect on platelets was independent of extracellular ADP. 

Zn had an additive effect when platelet aggregation was 

stimulated with subthreshold concns . of collagen or ADP. Together 

with the known effects of nutritional Zn on m vivo bleeding, 
platelet aggregation, and lipid metab., the results suggest 

that Zn may have an important bearing on normal hemostasis, 

thrombosis, and atherosclerosis. 



